Statistical analysis
In order to avoid population stratification problems we excluded 467 children classified as "non-white" from the analysis. For ASPM, 2948 children were homozygous for the ancestral allele, 4374 were heterozygous and 1639 were homozygous for the derived allele. For MCPH1 295 children were homozygous for the ancestral allele, 2764 were heterozygous and 5962 were homozygous for the derived allele. We tested for remaining population stratification by coding the birthplace of the mother in the crude categories north, east, south, west and central UK and correlating it with allele frequencies. We found no association for ASPM (chi-square (8)=7.52, p=0.48) and MCPH1 (chi-square (8) =5.23, p=0.73). We also found no correlation of ASPM (F(1,7449)=0.49, p= 0.4855) and MCPH1 (F(1,7496)=1.20, p=0.27) with allele frequencies of the SNP rs4988235, which is associated with lactose tolerance (2) , was genotyped in the ALSPAC cohort in a previous study (G.D.S, unpublished result) and does show an association with the birthplace coding of the mother (chi-square (8)= 26.92, p<0.001). Hence, we conclude that it is unlikely to obtain false positive or false negative associations of the ASPM and MCPH1 variants with phenotypes due to population stratification in this cohort For continuous phenotype measurements, we used linear regression to test for association between genotype and the outcome of interest. As such, means by genotype and 95% confidence intervals are presented along with the associated p-value (Table S1 ). For binary outcomes, the presence of difference between the proportion of defined groups by genotype was assessed using a chi squared test and a test for trend. All analyses were performed in STATA version 8 (StataCorp LP, Lakeway Drive, Texas, USA).
Description of measurements
For a general overview of the ALSPAC cohort see (3) . All aspects of the study were reviewed and approved by the ALSPAC Law and Ethics Committee, which is registered as an Institutional Review Board. Approval was also obtained from the Local Research Ethics Committees, which are governed by the Department of Health. More detailed information on the ALSPAC study is available on the web site: http://www.alspac.bris.ac.uk. Statistics of all tested measurements are listed in Table S1 . The following continuous measurements were assessed: To assess attention the child (eight years of age) was introduced to the task as "playing some outer space games". The tester explained that there were lots of spaceships which always travelled around in pairs, and that in some pairs the two spaceships are identical and in some pairs the two spaceships are different. The tester illustrated the former by circling a pair where they were identical, roughly and quickly. The child was first asked to work through a practise sheet and circle the identical pairs as quickly as possible but not missing any out. The child was asked to tick a box on the sheet to indicate that he/she had circled all the identical pairs he/she could find. Errors during the practice were gone through with the child. After the practise, a larger sheet was presented to the child containing more pairs of spaceships (twenty of which were identical), and the child was asked to do the same. The time taken was recorded in seconds. The selective attention task's was the time taken (in secs) for the Sky Search task divided by the number of spaceship pairs correctly circled (20 minus the total number of pairs missed out), that is the average time taken to find each pair. This was adjusted for motor performance. Motor performance was scored by repeating the attention task with the non-identical pairs of spaceships removed, such that only twenty identical pairs remained (but in a different array from the first sheet). The aim of this task was to identify how quickly the child was at this motor task so that motor performance could be controlled for. The motor score, is calculated as the time taken (in seconds) for the motor task divided by the number of pairs of spaceships correctly circled (20 minus: average time to find each pair). Head circumference (in cm), weight, crownheel length and the ponderal index (weight (kg)/(height in meters)³) were determined at birth. At ~10 years of age the height, weight and body mass index (kg/m²) were determined as well as the waist circumference (measured to the nearest mm at the minimum circumference of the abdomen between the iliac crests and the lowest ribs, the tape was kept perpendicular to the long axis of the body, touching the skin but not compressing the tissue. The depression score was determined from a questionnaire given to children at ~10 years of age. The children were given a series of envelopes with statements (taken from (4)) written on them about how they might have been feeling or acting in the previous two weeks. The statements were first read out by the psychologist then the child was asked to post them into one of three boxes which best described whether they had felt like the statement on the card. These were marked as 'True, 'Sometimes' and 'Not at all'. The children were told that they were going to play a posting game about how they had been feeling in the past two weeks and that there were no wrong or right answers. The child was reassured about confidentiality and the psychologist sat behind the box reassuring the child that they could not see where they were posting. A derived depression score was created by scoring the variables as follows: True =2,Sometimes=1,Not at all=0. Serum total immunoglobulin E (IgE) levels were determined at seven years of age as described in (5) and log transformed for analysis. To asses lung function the forced expiratory volume (FEV1) and forced expiratory vital capacity (FEVc) was measured at eight years of age using a Vitalograph 2120 hand-held spirometer connected to a computer-based pulmonary function package (Spirotrac IV Vitalograph, UK). The Wechsler Intelligence Scale for Children (WISC-III, (6)) was used to assess cognitive function (IQ) at eight years of age. Performance IQ and verbal IQ scores were calculated from the total scaled scores using the look-up tables provided in the WISC manual. Working memory was tested using the Counting Span Task (7), which requires the simultaneous processing and storage of information. On the computer monitor the child was presented with a number of red and blue dots on a white screen. The child was asked to point to and count the number of red dots out loud (the processing component). The children were shown two practice sets of two screens, three sets of two screens, three sets of three screens, three sets of four screens and three sets of five screens. After each set, the child was asked to recall the number of red dots seen on each screen in the order they were presented within that set (the storage component). The tester inputted these numbers into the computer after each set. All children worked through all the sets regardless of their overall performance. A child's working memory span was calculated on the basis of the number of correctly recalled sets, weighted by the number of screens within each set. A global score representing the number of trials the child got correct was calculated as well. The following binary measurements were assessed: Association with allergy was assessed by any response to a skin prink test at seven years of age. They were sent a series of questions designed to identify high risk cases and to record the use of antihistamines. If a child was identified as being high risk (e.g. they had previously experienced anaphylactic shock) they were invited to attend the clinic only on a day when a doctor was present. If on the day, the child was considered to be high risk but had not been previously identified as such and there was not a doctor available they were invited to return at a later date when a doctor was on the premises. The prink test included Penicillin 41, Peanut 56, Fish 7, Fruit/veg. 8, Other 48, Horse 8, Egg 23, Cat 27, Dog 10, Bee/wasp sting 12, Latex 1, vaccinations 9, Rab a pig 8, Hayfever/grasses 30, Housedust mite, Milk/Dairy products, Soya, Food colourings/additives 6, Wheat, Other foods, Other (not listed above), Unknown cause. Children were dichotomised into groups representing any reaction versus none at all. If the child regularly took antihistamines (but was not at high risk) parents were asked to stop these drugs for 48 hours prior to the visit. Occurrence of autism, learning difficulties and various impairments was taken from the Pupil Level Annual School Census that was collected nationally in January 2002. Within this, information as to learning difficulties under SEN criteria was attained. We also tested association with missing data of IQ, psychotic like symptoms and specific learning difficulties in order to indicate possible biases in missing data with respect to genotype. Psychoses like symptoms were scored by asking for auditory or visual hallucinations, unusual sensations, delusions and abnormal thought sensations. 
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